Protein extraction and Western blotting
Proteins were extracted and separated as previously described [1] . Briefly, cells were washed once with icecold phosphate buffered saline (PBS) containing 100 µM Na 3 VO 4 and solubilized by incubating for 10 minutes at 95°C in Laemmli buffer (62.5 mM Tris/HCl, pH 6.8, 10% glycerol, 0.005% bromophenol blue, and 2% SDS). Lysates were clarified by centrifugation (13000 rpm, 5 minutes, RT) and protein concentration in supernatants was determined by the BCA method (Pierce™ BCA Protein Assay Kit; Thermo Fisher Scientific). Extracted proteins (50 µg/sample) were boiled for 10 minutes in the presence of 100 mM 2-mercaptoethanol, separated by SDS-PAGE in 9 or 15% polyacrylamide minigels and then transferred onto PVDF membranes (Merck-Millipore, Billerica, MA, U.S.A.) by electroblotting. Membranes were blocked in a 1:1 dilution of Odyssey (LI-COR ® Biosciences, Lincoln, NE, U.S.A.) blocking buffer (OBB) with PBS for 1 hour at RT and then incubated (overnight, 4°C) with primary antibody in a 1:1 dilution of OBB with PBS-0,1% Tween (T-PBS).
(ChIP) assay
ChIP assay procedure was performed as previously described [2] . One million K562 cells were treated with 1% formaldehyde for 10 min at 37°C and centrifuged at 1100 rpm for 5 min at 4°C. Cells were then washed twice, using ice-cold PBS containing protease inhibitors: 100 µM Na 3 VO 4 , 1 mM phenyl-methyl-sulphonyl-fluoride (PMSF), 1 μg/ml aprotinin and 1 μg/ml pepstatin-A. Cell pellet was lysed in 200 μl of lysis buffer (50 mM Tris-HCl pH 8.1, 10 mM EDTA, 1% SDS, 100 µM Na 3 VO 4 ,1 mM PMSF, 1 μg/ml aprotinin and 1 μg/ml pepstatin-A) for 10 min on ice and then sonicated (180 pulses, 15 s on and 28 s off each, at maximum power in a Sonoplus Bandelin GM3200 apparatus) to generate DNA fragments of 100-500 bp. After centrifugation (13000 rpm for 10 min, 4°C), the supernatant was 10-fold diluted with ChIP dilution buffer (16.7 mM Tris-HCl pH 8.1, 167 mM NaCl, 1.2 mM EDTA, 0.01% SDS, 1.1% Triton X-100), 4% of this sample was harvested and used as an indicator of chromatin content in each sample (input). The samples were precleared by incubating with 200 μl of PBS/0.02% Tween and 14 μl of Dynabeads ® Protein G (cat. 10003D, Thermo Fisher Scientific) for 1 h at 4°C under constant rotation. The bead-antibody complexes were recovered with a Dyna Mag™-2 Magnet (cat. 12321D, Thermo Fisher Scientific), resuspended in 100 µl PBS/BSA 100 mg/ml and added to each sample to be incubated for 16-18 h at 4°C under constant rotation. In parallel, each sample was subjected to the same procedure without antibody (negative control). The supernatant was removed and, after extensive washing, antibody-protein-DNA complexes were eluted from beads with 500 µl elution buffer (0.1 M NaHCO 3 , 1% SDS). Following addition of 0.2 M NaCl, all samples, including input, were incubated for 4 h at 65°C to revert cross-linking. After treatment with 10 mM RNAase and digestion with 40 mM proteinase-K, DNA was extracted using QIAcquick PCR purification kit, according to the manufacturer's recommendations (cat. 28106, Qiagen, German-Town, MD, U.S.A.) and DNA eluted in 40 µl of 10 mM Tris-HCl/1mM EDTA pH 8.0 (TE) buffer. 
Polysome profile analysis
Experimental procedures were performed as previously described [3] . K562 and KCL22 cells (2 × 10 7 ) were incubated at 0.1% O 2 in standard medium or at 21% O 2 in the absence of glucose for different times. Cycloheximide was added to a final concentration of 0.1 mg/mL for 15 min at 37°C before cells harvesting. After washing with PBS and centrifugation, cytoplasmic cell lysates were obtained by resuspending pellets, on ice, in a buffer containing 20 mM Tris-HCl pH 7.5, 100 mM NaCl, 5 mM MgCl 2 , 1% Triton X-100, 1% sodium deoxycholate, 1 mM DTT, 10 µg/mL cycloheximide, 100 U/mL RNAse inhibitor. After 15 min of incubation, nuclei were pelleted by centrifugation at 10000g at 4°C. Soluble cytoplasmic extracts, containing approximately 300 µg RNA [4] , were subjected to 15-50% sucrose gradient centrifugation at 40000 rpm in an OPTIMA XPN ultracentrifuge (Beckman Coulter, Brea, CA, U.S.A.). Samples were then fractionated using a TELEDYNE ISCO system (TELEDYNE ISCO, Lincoln, NE, U.S.A) and their absorbance at 254 nm recorded.
Supplementary Table S1: Primer sequences for q-PCR

Target gene
Primer Sequence
Forward 5′-GGATGGGACCTTGTTTGCCT-3′ Reverse 5′-CCACGTTGCCAGGACAGTAT-3′ β-2 microglobulin Forward 5′-AGTATGCCTGCCGTGTGAAC-3′ Reverse 5′-GCGGCATCTTCACAAACCTCCA-3′ Renilla luc Forward 5′-GTCGAGACCATGCTCCCAGCA-3′ Reverse 5′-TTGCGGACAATCTGGACGACGT-3′
